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DETAILED ACTION 

1 . Currently, claims 1 and 3 are pending in the instant application. Claims 2 and 4 
have been cancelled. An action on the merits of claims 1 and 3 follows. 



Claim Rejections - 35 USC § 112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claims 1 and 3 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 1 is indefinite as it lacks a positive process step relating back to the 
preamble. The claim recites a method of identifying senile plaques, neurofibrillary 
tangles, and neuropil threads but the last positive step is detecting fluorescence in brain 
tissue. Therefore it is unclear if the claim is drawn to a method of identifying senile 
plaques, neurofibrillary tangles, and neuropil threads or to detecting fluorescence in brain 
tissue. 

Claim 3 is indefinite as it lacks a positive process step relating back to the 
preamble. The preamble recites a method of diagnosing Alzheimer's disease but the last 
positive step is drawn to determining whether RNA hybridizes to known cDNAs. 
Accordingly, it is unclear if the method is a method of diagnosis or a method of 
hybridization. 
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Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

5. Claim 1 is rejected under 35 U.S.C. 102(a) as being anticipated by Ginsberg et al 
(hereinafter referred to as Ginsberg, Ann Neurol, Feb. 1997, vol. 41, pages 200-209). 

Ginsberg teaches a method of contacting senile plaques from postmortem brain 
tissue with acridine orange (see page 201, col 2) and determining fluorescence (see page 
201-203, figure 1). 

6. Claims 1-2 are rejected under 35 U.S.C. 102(b) as being anticipated by Topaloglu 
et al (hereinafter referred to as Topaloglu; The anatomical record, vol. 224, pages 88-93, 
1989). 

The claims recite a method wherein brain tissue is contacted with a fluorescent 
dye capable of intercalating selectively into nucleic acids, and detecting any fluorescence 
in brain tissue. Topaloglu teaches contacting fetal rat brain tissue with acridine orange, 
which is a dye that intercalates into nucleic acids (see page 89, col. 1). Topaloglu teaches 
detecting fluorescence after acridine orange staining (see page 89, col. 2 and table 1). 
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7. Claims 1-2 are rejected under 35 U.S.C. 102(b) as being anticipated by Mai et al 
(hereinafter referred to as Mai; The Journal of Histochemistry and Cytochemistry, vol 32, 
pages 97-104, 1984). 

The claims recite a method wherein brain tissue is contacted with a fluorescent 
dye capable of intercalating selectively into nucleic acids, and detecting any fluorescence 
in brain tissue. Mai teaches contacting fetal rat brain tissue with acridine orange, which 
is a dye that intercalates into nucleic acids (see page 98, col. 1, "Staining"). Mai teaches 
detecting fluorescence after acridine orange staining (see page 99, col. 1 and figure 2). 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1.56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

10. Claim 3 is rejected under 35 U.S.C. 103(a) as being unpatentable over Ginsberg. 
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Ginsberg et al teach a method of contacting senile plaques from postmortem brain 
tissue with acridine orange (see page 201, col 2) and determining fluorescence (see page 
201-203, figure 1). Ginsberg does not specifically teach having amplified the identified 
RNA or determining hybridization between the amplified RNA and cDNA for proteins 
involved in the pathogenesis of Alzheimer's disease, however, Ginsberg does teach to do 
so to characterize the identify of the RNA identified. Therefore, it would have been 
prima facie obvious to one of ordinary skill in the art at the time the invention was made 
to modify the method of Ginsberg to add steps of amplifying the identified RNA and 
determining hybridization between the amplified RNA and cDNA for proteins involved 
in the pathogenesis of Alzheimer's disease because Ginsberg teaches to do so for the 
purpose of characterizing the transcripts. 



Double Patenting 

1 1 . The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 1 1 F.3d 
1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In reLongi, 759 F.2d 887, 225 USPQ 645 (Fed. 
Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 
422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply 
with 37 CFR 3.73(b). 

12. Claim 1 is rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 1 and 2 of U.S. Patent No. 6,358,681. 
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Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the claims of the '681 patent recite methods of identifying 
cytoplasmic RNAs in senile plaques, neurofibrillary tangles and neuropil threads 
comprising isolating senile plaques in brain tissue, contacting with a fluorescent dye 
capable of intercalating selectively into cytoplasmic RNAs present in the brain tissue, 
amplifying the identified RNA and determining whether the amplified RNA product 
hybridize to any known cDNAs for proteins involved in Alzheimer's disease. The instant 
claims are drawn to a method of contacting brain tissue with a fluorescent dye capable of 
intercalating selectively into nucleic acids and detecting fluorescence in the brain tissue. 
As such, the claims are coextensive in scope, with the claims of the '681 patent drawn to 
a species of the broader claim 1 recited in the instant application. The courts have stated 
that a genus is obvious in view of the teaching of a species. See Slayter, 276 F.2d 408, 
41 1, 125 USPQ 345, 347 (CCPA 1960); and In re Gosteli, 872 F.2d 1008, 10 USPQ2d 
1614 (Fed. Cir. 1989). Therefore the instantly claimed method of identifying senile 
plaques, neurofibrillary tangles and neuropil threads is obvious in view of the method of 
detecting cytoplasmic RNA in senile plaques, neurofibrillary tangles and neuropil threads 
using the specific steps in claims 1 and 2 of the '681 patent. 

13. Claim 3 is rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 1 and 2 of U.S. Patent No. 6,358,681 
in view of Johnson et al; (hereinafter referred to as Johnson, Science, vol. 248, pages 
854-857, 1990). 
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The claims of the 4 681 patent recite methods of identifying cytoplasmic RNAs in 
senile plaques, neurofibrillary tangles and neuropil threads comprising isolating senile 
plaques in brain tissue, contacting with a fluorescent dye capable of intercalating 
selectively into cytoplasmic RNAs present in the brain tissue, amplifying the identified 
RNA and determining whether the amplified RNA product hybridize to any known 
cDNAs for proteins involved in Alzheimer's disease. While the methods in the 681 
patent are drawn to identifying RNA, and the claims of the instant application is drawn to 
diagnosing Alzheimer's disease, the method steps of the claims in the 6 681 patent are the 
same as those in the instant application. Additionally, Johnson teaches that an increase in 
APP-751/APP-695 mRNA provides a molecular marker for regional variations in senile 
plaque density in Alzheimer's disease patients (see abstract) and that APP-751/APP-695 
mRNA ratio was twofold increased in senile plaques in AD versus non AD hippocampus. 
Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to have used the method of the claims in the 681 patent in a 
method of Alzheimer's disease diagnosis because claim 2 of the 681 patent recites a step 
of hybridizing the amplified RNA product to a known cDNA for a protein involved in the 
pathogenesis of Alzheimer's disease. Additionally, given the teachings of Johnson, it 
would have been prima facie obvious to the ordinary artisan that detection of mRNA 
encoding proteins involved in pathogenesis of Alzheimer's disease as in the method of 
either claim 1 or claim 2 of the '681 patent could be used in a method of diagnosing 
Alzheimer's disease. The ordinary artisan would have been motivated to use methods of 
claims of the '681 patent to diagnose Alzheimer's disease for the purpose of providing a 
reliable technique for diagnosing Alzheimer's disease. 
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Conclusion 

14. No claims are allowable. 

15. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to examiner Jehanne Sitton whose telephone number is (571) 
272-0752. The examiner can normally be reached Monday-Thursday from 8:00 AM to 
5:00 PM and on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion, can be reached on (571) 272-0782. The fax phone number for 
this Group is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent Application 
Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. 
When calling please have your application serial or patent number, the type of document you are having an image problem with, the 
number of pages and the specific nature of the problem. The Patent Electronic Business Center will notify applicants of the resolution 
of the problem within 5-7 business days. Applicants can also check PAIR to confirm that the problem has been corrected. The 
USPTO's Patent Electronic Business Center is a complete service center supporting all patent business on the Internet. The USPTO's 
PAIR system provides Internet-based access to patent application status and history information. It also enables applicants to view the 
scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-91 99. 

Jehanne Sitton 
Primary Examiner 
Art Unit 1634 
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